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Mouse Heavy Chain J Genes Innervation Vector 
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(A) Tarretcd mou<e heavy ch ain T ornrt 
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(3) Tnactivation vector pmHST 
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J,, deletion blocks cell surface IgM expression 

M 



O 

CM 

CD 



IgM 



o 

cv 



IgM 



a allotype 



a. 




\Z l :ii :»;» 
fLt-H\ft!-Ht:>M — > 




9.7 



n.I-H-NTtl-Hrifhl — > 



b allotype 



B. 




** t 



7 m >Vkt} ( ( 



i*' *.>js ic' 




lu l V* 4 
rU-HN/U-KtijM > 



a/b F1 




1 6* ifr* To'* 

FU -HnTU -K* i gfci > 



4 J H /b F1 




ti» Id'* 



Kucherlapati ec al. 
A/18 




Figure U 
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INACTIVATION OF KAPPA CONSTANT REGION 
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Figure 6 
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SOUTHERN ANALYSIS OF LIGHT CHAIN 
Ck-TARGETED E14-1 CELLS 
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KAPPA J/CONSTANT 
REGION INACTIVATION 



J REGION KNOCKOUT VECTOR 



•+4 



J1 J2 



Bgvll Xbal 



EcoRI 



EcoRI 



4—f 



J3 J4 



PGK tk 



DS+4 



MC1 Neo 



TARGETING SCHEME 



3amHI 



EcoRI EcoRI 



EcoRI Bqlll 

H I I ' 



J1 J2 J3 J4 



■ i i i i 



J1 J2 J3 J4 



Bgtll BamHI 




Constant 
R«glon 

EcoRI EcoRI 



x 



PGK lk MC1 Neo 



HOMOLOGOUS I G418 
RECOMBINATION SELECTION 



BamHI 



Xbal 



EcoRI EcoR 
EDI 



Xbal 

Xbal EcoRI 



Bgtll Xbal 



EcoRI EcoRI BamHI 



J1 J2 J3 J4 



PGK tk MC1 
Nto 



EXCISION 



GANCYCLOVIR 
SELECTION 



BamHI 



Xbal EcoRI EcoRI BamHI 



MC1 
Nto 



Figure 8 



Kucherlapati et al. 
9/18 




Figure 9 



Kucherlapaci ec al. 

10/18 



KAPPA J/CONSTANT REGION 
DELETION VECTORS 
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SOUTHERN ANALYSIS OF LIGHT 
CHAIN Jk/Ck-DELETED E14-1 CELLS 
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Figure 12 
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Figure 15 
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(A) Human heavy chain locus 
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Mouse Breeding Scheme 
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MAMMALIAN HOST GENOTYPES 



Heterg- or Hemj-^vgous Mice Ip^ftrcrpsft Pf9^<?t Mjce« 



I. 


AmloL mlgH 
mlgL mlgH 


AmlqL 
AmlgL 


mlgH 
mlgH 






II. 


rnlai AmJqH 
mlgL mlgH 


mlgL 
mlgL 


AmlgH 
AmlgH 






III. 


mloL mlgH hlgH 
mlgL mlgH 


mlgL 
mlgL 


mlgH 
mlgH 


hlgH 
hlgH 




IV. 


mloL mlgH nlQL 
mlgL mlgH 


mlgL 
mlgL 


mlgti 
mlgH 


hlgL 
hlgL 




V. 


Animal I X Animal II 

AmlqL mlgH 
mlgL AmlgH 


AmlgL 
AmlgL 


AmlgH 
AmlgH 






VI. 


Animal III X Animal V 












mlgL mlgH hlgH 
AmlgL Amlgh 


AmlgL 
AmlgL 


Amjqfl 
AmlgH 


hlgH 
hlgH 


and AmlqL AmlqH hlaH 
AmlgL AmlgH 
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Animal IV X Animal V 












mlgL mlgH hlgL 
AmlgL AmlgH 


AmlgL 


AmlqH 
AmlgH 


hlgL 
hlgL 


and AmlqL AmlqH hlaL 
AmlgL AmlgH 


VIII. 


Animal VI X Anmial VII 












AmlgL AmlgH hlgL hlgH 
AmlgL AmlgH 


AmlgL 
AmlgL 


AmlgH 
AmlgH 


hlgL 
hlgL 


hlgH 
hlgH 




mlgL mlgH hlgL hlgH 
AmlgL AmlgH 


AmlgL 
AmlgL 


AmlgH 
AmlgH 


hlgL 
hlgL 


hlgH and AmlgL AmlqH hlgL hlgH 
hlgH AmlgL AmlgH 
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Animal III X Animal IV 












mlgL mlgH hlgL hloH 
mlgL mlgH 


mlgL 
mlgL 


mlgH 
mlgH 


hlgL 
hlgL 


hlgH 
hlgH 
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mlgL AmlgH hlgL hlgH 
mlgL mlgH 
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hl^H and mlgL AmlqH hlqL hlaH 
hlgH mlgL AmlgH 


XI. 


Animal I X Animal IX 












AmlqL mlgH hlgL hloH 
mlgL mlgH 


AmlgL 
AmlgL 


mlgH 
mlgH 


hlgL 
hlgL 


hlgH and AmlqL mlgH hlgL hlgH 
hlgH AmlgL mlgH 



•Not all possible genotypes from intercrosses are shown. 



A ■ functionally inactive locus 

m » mouse endogenous gene 

h » human transgene 

IgH ■ immunoglobulin heavy chain 

IgL » immunoglobulin light chain 



FIGURE 18 



